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60. (New) The composition ofclaim 34. .-herein the phaimacologicaUy active 
chemokine has an antagonist activity. 

61. (New) The composition of claim 34, wherein the composition is lyophilized 

62. (New) The composition of claim 34. x^erein the biotin is selected from the group 
consisting of L-biotin, D-biotin and derivative thereof. 

63. (New) nie composition of claim 34, whei«in the chemokine is selected from the 
group consisting of the chemoldnes of Table 1 . 

64. (New) "Hie composition ofclaim 34, wherein the chemokine has a carboxyl terminus 
and the biotin is covalent attached to the carboxyl terminus 

65. (New) The composition ofclaim 34. wherein the biotin is covalently coupled to the 
pharmacologically active chemokine via a linker molecule. 



Remarks 



In the previous Office Action response. Applicants cancelled claims 6, 7, 27 and 56-58. 

New claims 59-65 are added. Support for these claims can be found in previously 
pending claims 10. 11, 41 and 44-47. Claims 1. 10, 11, 15. 20-24, 34. 41-55 and 59-65 are 
currently pending. 

No new matter has been added. 



Claim Fee^ 

There are currently thirty-two total claims and two independent claims pending. 

In the Response to the Notice to FUe Missmg Parts. Applicants paid for twenty-one total 
claims (i.e., paid for one additional total claim), and seven independent claims (i.e., paid for four 
additional independent claims). AppUcants later reintroduced cancelled claims foUowing the 
Response to Resfriction Requirement Prior to this and the previous amendments, there were 
thirty-one total claims and two independent claims pending. It is unclear whether, at that time, 
the Examiner charged the Deposit Account of the undersigned for the additional ten total claims. 

If the Deposit Account was charged, then the Examiner is hereby requested to charge the 
Deposit Account for one additional total claim (large entity). If the Deposit Account was not 
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charged previously for any of the re-inHoduced claims, then the Examiner is hereby requested to 
charge the Deposit Account for eleven additional total claims (large entity). 

The Clai^iwi Invention 

nie claimed invention provides compositions of biotin conjugates comprised of biotin 
covalently coupled to a pharmacologically active chemokine. The biotin conjugate is provided 
in a complex with an anti-biotin antibody that is selectively bound to biotin (clahn 1. and claims 
dependent thereon). Alternatively, the biotin conjugate is provided together with a 
pharmaceuticaUy acceptable carrier suitable for parenteral administration (claim 34). 

The chemokines can be agonists or antagonists. The anti-biotin antibodies_can . comprise 
a therapeutic agent or a diagnostic agent. TTie anti-biotin antibody can also be a dual specificity 
antibody m which case it binds to biotin as well as another antigen such as a tumor cell 
associated antigen or a viral associated antigen. Anti-biotin antibodies can be tiK,se having an 
affinity constant ranging from about 1 to 100 nM. The complex of biotinylated chemokine and 
anti-biotin antibody can have a half-life of one day to one montii or one week to two weeks, or 
alternatively about 15 minutes to about 1 hour m the presence of supra physiological levels of 
biotin. 

The compositions of the invention have several in vitro and in vivo uses as discussed in 
the specification and herein. 

Rejection Under IS U.S.r. ^U2. Tirst paragraph 

The Examiner has maintained the rejection of claims 10, 11, IS, 20. 22-24, 34 and 41-55 
under 35 U.S.C. § 1 12, first paragraph because 'the specification, while being enabling for a 
complex comprising an anti-biotin antibody and biotinylated eosin and a complex comprising an 
anti-biotin antibody and biotinylated ITAC in an experimental protocol of lymphocyte 
recruitment to tiie peritoneum, does not reasonably provide enablement for complexes consisting 
of any other biotinylated conjugate." 

In the prior Office Action, tiie Examiner rejected all pending claims on the same grounds 
as tiiose stated above. However, tiie Examiner has now witiidrawn that rejection witii respect to 
claims 1 and21. Applicants presume that tiie Examiner is now acknowledging that tiie 
specification is enabling for complexes of anti-biotin antibody witii any biotinylated chemokine 
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(i.e., the full scope of claim 1). AppUcants are therefore confused as to the outstanding 
enablement rejection of claims depending from claim 1. If the specification is sufficient to 
enable claim 1 (which the Examiner states it is), then the specification should similarly be 
sufficient to enable claims of narrower scope (i.e.. claims that depend from claim 1). This is 
particularly true since the basis of the Examiner's maintained rejection is that the specification 
does not teach "any other biotinylated conjugate". If the Examiner now states that claim 1 is 
enabled for "any other biotinylated conjugate", then all dependent claims should similarly be 
enabled for that limitation. Accordmgly. Applicants respectfuUy request that the Examiner 
reconsider and clarify this rejection. 

Notwithstanding Applicants' beUef that previously pending claims 10, U . 15. 20. 22-24 
and 41-55, and new claims 56-62 are enabled if claim 1 is enabled, particularly in view of the 
basis of the Examiner's rejection. Applicants respectfully traverse the rejection for the reasons as 
set forth below. 

AppUcants previously addressed the enablement rejection with a analysis of the Wands 
factors in order to estabUsh that the claimed invention could be made and used without undue 
experimentation by one of ordinary skill in the art. AppUcants reiterate the arguments of record. 
In addition. Applicants now address the statements presently made by the Examiner. 

At the outset. Applicants respectfully point out that the claimed invention relates to 
compositions of biotinylated chemokines either in the presence of an anti-biotin antibody (claim 
1), or a pharmaceutically acceptable carrier suitable for parenteral administration (claim 34). 
Claims relating to methods of using such c6mpositions were restricted out of this appUcation 
previously, and thus are not currentiy pending in this appUcation. Accordingly, the specification 
^ust enable how to make and use the claimed cr>mp n»4tinnc of biotinylated chemokines and 
complexes of such chemokines with anti-biotin antibodies. 

How to Mako.: 

In the previous Office Action response, AppUcants described in detail the teachings in the 
specification as well as the knowledge in the art relating to the synthesis of the claimed 
compositions. SpecificaUy, the specification together with the knowledge in the art at the time of 
filing allows one of ordinary skill to select suitable chemokines (pages 1, 4, 12, 13, 25, 26, 44 
and 45), make chemokine derivatives that are agonists or antagonists (page 5. lines 8-18; page 
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14, lines 21-32; page 15. lines 1-6; page 17, lines 8-22). biotinylate such chemokines (or 
alternatively, purchase them from a commercial manufacturer) (page 13, lines 15-30-32; pag 
14, lines 1-21; pages 15-17; Example 1), make anti-biotin antibodies (or alternatively, purchase 
them from a commercial manufacturer) (page 17. Unes 31-32; pages 18-23; Example 2), screen 
anti-biotin antibodies for their affinity to biotin (pages 1 8-20, 23, Example 2), selea and 
cozyugate suitable diagnostic or therapeutic agents to anti-biotin antibodies (pages 26-27), select 
and make suitable dual specificity antibodies (pages 23-26). make complexes of biotinylated 
chemokines and anti-biotin antibodies (page 18-19; Example 4), test such complexes for their 
half-life in the absence or presence of supra-physiological concentrations of free biotin (pages 
18-19). and make pharmaceuticaily acceptable carries smtable for paraateral administration 
(page 33, lines 8-23). Using the methodology provided in the specification. Applicants have 
synthesized a number of other biotinylated chemokines of different classes including CC 
chemokines such as human MlPla (CCRl Ugand and CCR5 Ugand). murine eotaxin (CCR3 
ligand). human and murine MDC (CCR4 Ugand), murine TARC (CCR4 ligand), human and 
murine MIP-3a (CCR6 ligand). human 1-309 (CCR8 ligand), human CCL27 (CCRIO ligand), 
human CCL28 (CCRIO ligand); CXC chemokines such as human ITAC (CXCR3 ligand); and 
CX3C chemokines such'&s human fiactalkine (CX3CR1 ligand). As noted below, Applicants 
have also confirmed the biological activity of these latter biotinylated chemokines. 

In view of these teachings and the knowledge in the art at the time of filing, undue 
experimentation is not required to make the compositions of the invention. 

How to Use: 

The Examiner apparently rejects the claims for lack of enablement of treatment of 
diseases in vivo. RespectfuUy, this is not the standard by which the pending claims should be 
examined because these claims do not recite a use limitation. MPEP § 2164.01(c) states that 
when a "composition claim is not limited by a recited use (as in the present case), any enabled 
use that would reasonably correlate with the entire scope of that claim is sufficient to preclude a 
rejection for nonenablement based on how to use." Enablement rejections based on a particular 
use should only be made when a composition claim is limited to such use. In re Vaeck. 947 F.2d 
488, 495, 20 USPQ2d 1438. 1444 (Fed. Cir. 1991). Since the pending claims do not recite a 
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particular xise limitatioii, gny use that correlate, with th. „f ^h. .i,^>v, should 

preclude an enablement rejection. 

The Examiner's rejection is based on a therapeutic use of the claimed compositions. For 
example, the Examiner states "the specification has not demonstrated the adequate deUvery of 
the complex and the release of the active chemokine to remedy an actual disease state in an 
organ or the blood stream vs a model of experimental lymphocyte recruitment to the 
peritoneum." As noted above, this standard is incorrect because the claims are not limited to 
therapeutic uses. Furthermore, the specification discloses uses in addition to therapeutic uses. 
For example, the specification teaches that the claimed compositions can be used for unaging 
cells, a process that does not require a therapeutic effect. (See page 26, lines 29-3.0.) 

•Hie specification also teaches other uses of the claimed compositions including but not 
limited to m vitro or in vivo chemokine deUvery to cells (page 3, lines 5-7). modulation of 
immune responses (page 3, line 16), modulation of recruitaient of migratory ceUs to site of 
inflammation (page 3, line 17). in vitro or in vivo targeted deUvery of agents (diagnostic or 
thempeutic agents) to pre-selected cells (page 3. lines 20-21), partial or complete elimination of 
particular cells either in vivo or in vitro (page 30. lines 8-20), desensitization of particular cells 
prior to re-infiision into a subject (page 12-17). and identification of ceU populations expressing 
particular chemokine receptors in vivo or in vitro (page 31, lines 5-15). 

The specification provides working examples that support several of the afore-mentioned 
uses. For example, the specification demonstrates that (1) biotinylated chemokines bind 
specifically to their respective receptors wifli efficiencies similar to their unbiotinylated 
counterparts (a similar observation has also been made for biotinylated chemokines synthesized 
since the filing of this appUcation, as mentioned earlier) (Example 3); (2) biotinylated 
chemokines induce the migration of chemokine receptor ttansfectants in an in vitro system that is 
predictive of results obtained in in vivo chemotaxis assays (Example 4); (3) biotinylated 
chemokines when complexed vydth anti-biotin antibodies inhibit leukocyte migration into the 
peritoneum in an in vivo animal model in a chemokine- and leukocyte-specific manner 
(Examples 4b. 4c, 4d): and (4) inhibition of leukocyte chemotaxis in vitro following exposure of 
leukocytes to chemokines in vivo (Example 4e). 

These examples sufficientiy support the disclosed uses of the claimed compositions. For 
example, the demonstiration that the complexes of biotinylated chemokine and anti-biotin 
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antibody inhibit migration of specific leukocyte classes to the peritoneum foUowing immune 
challenge supports the use of such complexes in yivo ia the modulation of immune responses 
involving leukocyte migration to sites of inflammation. As another example, the demonstmtion 
that biotinylated chemokines bind to their respective receptors with efficiency similar to their 
unbiotinylated counterparts and that administration of chemokines in vivo makes leukocytes 
refiactory to later exposure to the same chemokines supports the use of biotinylated chemokines 
in desensitizing cells either in vivo or in vitro. Accordingly, the specification satisfies the 
enablement requirement under 35 U.S.C. § 112. first paragraph because it enables a use that 
reasonably correlates with the entire scope of the rejected claims. 

With respect to the references appended to the previous Office Ac tion res ponse, the 
Examiner states that they were not considered persuasive because "the instant invention is not 
chemokines per se but pharmaceutical agents comprising an anti-biotin antibody complexed to 
biotinylated chemokines administered in vivo". AppHcants respectfully re-iterate that the 
claimed invention relates to compositions of biotinylated chemokines. either complexed with 
anti-biotin antibodies or in a phannaceuticaUy acceptable carrier suitable for parenteral 
administration. The upended references were intended to estabUsh that G-protein coupled 
receptors and their ligands (including chemokines and their receptors) have been implicated in 
various disease states, and thus are reasonable therapeutic targets or agents. The Examiner's 
characterization of the invention as not directed to chemokines is incorrect While the 
chemokines in the present invention ate present in a conjugate with a biotin molecule and, in 
some instances, a complex with an anti-biotin antibody, the chemokine retains biological activity 
and is the phaimacologically active portion of the conjugate or the complex of the claimed 
compositions. 

FinaUy. the Examiner states that "there is no teaching in the specification to explain how 
an antibody designed to release biotin in vivo will persist as a complex long enough to deUver 
the biotinylated chemokine to the site of the tumor or viral antigen." The specification teaches a 
suitable half-Ufe range for complexes of anti-biotin antibody and biotinylated chemokines (pages 
1 7-20). Moreover, the specification teaches that antigen/antibody complexes are tested for their 
ability to dissociate in the presence of sunra.nhvd oiogical cnne^titrations nf hinttn i.e., the 
complexes dissociate in a controlled manner dependent upon the administration of exogenous 
biotin at levels above those normally present in a subject. The specification also teaches 
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sustained release or delayed release deUvery compositions to further extend the half-life of the 
complex (page 34, lines 1 1-32; and page 35, lines 1-4). The teachings of the specification enable 
one of skill in the art to select anti-biotin antibodies with suitable afifinitxes for biotin, to make 
complexes comprising such antibodies, to measure the dissociation of such complexes in the 
presence or absence of varying concentrations of biotin, and to taUor the release and availability 
of the complex to the accessibility requirements of the specific disease state. Furthermore, it is 
within the skill of the ordinary artisan to determine the times required for administered complex 
and separately administered biotin to reach tumor or infection sites, and thus to calculate the 
optimum time between complex and biotin administration to a subject. 

In view of the foregoing, AppUcants respectfiiUy request that the Examiner reconsider 
and withdraw the enablement rejection of now pending claims 10, 11. 15, 20, 22-24, 34 and 41- 
55 under 35 U.S.C. 1 12, first paragraph. For these same reasons, new claims 59-65 are similarly 
enabled by the specification. 

Rejection Ti nder 35 IT.S.C. §^03fa) 
The Examiner has rejected claims 1 and 21 under 35 U.S.C. § 103(a) as being 
unpatentable over DeVico et al. (USP 6,214,540), in view of Mehta et al. (US? 6,303,325). 
According to the Examiner, "DeVico et al. teach a biotinylated chemokine and a method of 
labeling or detecting a biotinylated chemokine by means of an antibody complex in place of 
avidin HTC." The Examiner acknowledges that "DeVico et al. do not specifically teach the 
formation of complex of biotinylated chemokine and an anti-biotin antibody in place of the 
avidin FITC." The Examiner reUes on Mehta et al., however, to teach "an anti-biotin antibody 
for the general detection of biotin." The Examiner concludes that it would have heenprima facie 
obvious to one of ordinary skUl to use the specific anti-biotin antibody for the formation of a 
complex with the biotinylated chemokine, and that one of ordinary skill in the art would have 
been motivated to do so with a reasonable expectation of success by the teachings of Mehta et al. 
on the utility of the anti-biotm antibody in the detection of conjugated biotin." 

Applicants respectfiUly traverse the rejection for the reasons set forth below. 
Initially, Applicants respectfully disagree with the Examiner's reading of DeVico et al. 
DeVico et al. teach, inter alia, compositions and methods for treating and preventing HIV 
infection, that include chemokine proteins. The reference teaches that HIV infections can be 
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treated or prevented by administering an effective amount of a pharmaceutical composition 
containing chemokine derivatives or analogs that bind a pluiaUty of chemokine receptors. (See 

column 9, lines 44-49.) The reference makes a single mention nf hintinvt...^ Hnr:j. (See 

column 24, lines 26-30.) The reference teaches 

"ceUs that express human CD4 and one of the HTV co-receptors (e.g., CC CKR-5 CxC 
CKR4, etc.) are treated >vith biotinylated chemokine, derivative, or analogue and cell 
surfece bmdmg to each cell type is detected with an avidin FITC conjugate 
Alterajively, other methods for labeUng or detecting binding of the chemokine. 
aenvatove or analogue, such as antibodies, may be used." (See column 24, lines 26-32). 
Accordingly, the reference teaches that the chemokines and their derivatives or analogs can be 
biotinylated. and that the binding of such biotinylated compounds to CD4.expressine cells can be 
assessed usiBg.ayidin nTC. The reference-also-teaches-that unbiotinylated chemokinw 
detected using antibodies specific for such chemokines. It does not teach anti-biotin antibodies, 
and accordingly it cannot teach tiie use of such antibodies to detect biotinylated chemokines. 
Therefore, the reference does not teach or suggest detection of "a biotinylated chemokine by 
means of an antibody complex in place of avidin FITC", as suggested by the Examiner. There is 
no motivation to use anti-biotin antibodies for tiiis purpose because the reference teaches two 
methods of detection as set forth above, namely, avidin FITC or antibodies to chemokines. 

In addition, DeVico et al. do not teach each and every element of claims 1 and 21 . 
DeVico et al. do not teach a complex of a biotinylated chemokine and an anti-biotin antibody 
because, as argued above, DeVico et al. do not teach anti-biotin antibodies. DeVico et al. also do 
not teach a pre-formed complex of antigen and antibody because, in the most pertinent example 
provided by DeVico et al.. cells are first exposed to unbiotinyUted chemokines, followed by 
exposure to chemokine-specific antibodies. There is no mention of combining a chemokine and 
an anti-chemokine antibody to form a complex tixat is then applied to cells. Witii respect to 
claim 21 , DeVico et al. do not teach an anti-biotin antibody comprising a diagnostic agent 
because again DeVico et al. do not teach anti-biotin antibodies. 

Mehta et al. teach in vitro methods for detennining and measuring analyte presence in a 
sample. The method involves bringing together a sample containing an analyte, a first and 
second binding agent (botii of which can be biotin molecules), and an activator tiiat binds tiie 
first and second binding agents. The activator can be an anti-biotin antibody. 

If tiie references were combmed, tiiis combination stiU would not result in tiie claimed 
invention because tiie Mehta et al. teachings do not cure tiie deficiencies of DeVico et al. Mehta 
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et al. do not teach the use of anti-biotin antibodies to detect biotinylated factors such as 
biotinylated chemokines. The first and second binding agents taught by Mehta et al. can be 
biotin, but they are m biotinylated factors such as biotinylated chemokines. Mehta et al. also do 
not teach a pre-formed antigen/antibody complex. Rather, Mehta et al. teach addition, to a 
reaction vessel, of first and/or second binding agents (e.g.. biotin). separate in time from addition 
of activator (e.g.. anti-biotin antibody). Finally, Mehta et al. do not teach anti-biotin antibodies 
that comprise diagnostic agents. Accordingly, claims 1 and 21 are not rendered obvious in view 
of the combination of DeVico et al. and Mehta et al. because this combination fails to teach each 
and every limitation of the rejected claims. The Examiner has faUed to meet her burden of 
establishing ^prima facie case of obviousness in view of the art of record. 

In view of the foregoing, Applicants respectfuUy request that the Examiner reconsider 
and withdraw the rejection of claims 1 and 21 under 35 U.S.C. § 1 03(a) as being unpatentable 
over DeVico et al. (USP 6,214.540). in view of Mehta et al. (USP 6,303.325). New claims 59-65 
which depend from independent and non-rejected claim 34 also are not obvious in view of these 
references. 

Acknowledgement pf Withdrawal nf Reiections bv Examiner 

Applicants herewith acknowledge the Examiner's withdrawal of the rejection of claims 1 

and 21 under 35 U.S.C § 112, first paragraph, enablement; claims 1 . 6, 7, 10, 1 1, 1 5, 20-24, 34 

and 41-55 under 35 U.S.C. § 1 12, first paragraph, written description; and claims 27 and 56-58 

under 35 U.S.C. §102(e). Applicants thank the Examiner for her reconsideration and withdrawal 
of these previous rejections. 

Summary 

AppUcants believe that each of the pending claims now is in condition for aUowanoe. 
Applicants respectfiiUy request that the Examiner telephone the undersigned in the event that the 
claims are not found to be in condition for allowance. 

If the Examiner has any questions and beUeves that a telephone conference with 
Applicants* agent would prove helpful in expeditmg the prosecution of this application, the 
Examiner is urged to call the undersigned at (617) 720-3500 (extension 266). 
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Respectfully submitted, 

Watter Newman et oL, Applicants 

\JMimO___ 

Maria A. Trevisan, Reg. No.: 48,207 
WOLF, GREENFIELD & SACKS, P.C. 
600 Atlantic Avenue 
Boston, MA 02210-2211 
Attorneys for Applicants 
Tel No. (617) 720-3500 

DOCKET NO.: L0559/7001 ERP/MAT 
DATE: February 5. 2002 
x02/07/02x 
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APPE^fnTx A 

MARKEn-TTP CT.ATMS 

Please re-write the claim set as follows: 

I . A composition comprising: 

(a) a biotin conjugate comprising: 

(i) a biotin covalently coupled to 

(ii) a pharmacologically active chemokine; and 

(b) an anti-biotin antibody selectively bound to said biotin to form a complex. 

1 0. The composition of claim 1, wherein the pharmacologically active chemokine has 
an agonist activity. 

II. The composition of claim 1 , wherein the pharmacologically active chemokine has 
an antagonist activity. 

15. The composition of claim 1 . wherein the complex has a half-life ranging from 
about 1 5 minutes to about 1 hour in the presence of supra physiological levels of biotin and an 
affinity constant ranging ftom about 1 .0 to about 1 00.0 nanomolar. 

20. The composition of claim 1 , wherein Ihe anti-biotin antibody comprises a 
therapeutic agent that is a cytotoxic agent. 

21. The composition of claim 1 , wherein the anti-biotin antibody comprises a 
diagnostic agent attached thereto. 

22. The composition of claim I , wherein the anti-biotin antibody has a dual 
specificity. 

23 . The composition of claim 22, wherein the anti-biotin antibody selectively binds to 
a tumor cell associated antigen. 

24. The composition of claim 22, wherein the anti-biotin antibody selectively binds to 
a viral associated antigen. 

34. A composition comprising: 

(a) a biotin conjugate comprising 

(i) a biotin covalentiy coupled to 
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(ii) a chemokine having a pharmacological activity; and 
(b) a phannaceuticaily acceptable carrier, wherein the pharmaceuticaUy 
acceptable carrier is suitable for parenteral administration. 
41 . The composition of claim 1, >^erein the composition is lyophUized. 

The composition of claim 1. fiirther comprising a pharmaceutically acceptable 



42. 

carrier. 



43. The composition of claim 42, wherein the pharmaceutically acceptable earner is 
acceptable for a mode of delivery selected from the group consisting of: intradermal delivery, 
intramuscular delivery, intraperitoneal delivery, intravenous delivery, subcutaneous delivexy. and 

Controlled relcasedeliveiy. 

44. The composition of claim 1, wherein the biotin is selected from the group 
consisting of L-biotin, D-biotin and derivative thereof. 

45. The composition of claim 1, wherein the chemokme is selected from the group 
consisting of the chemokines of Table 1. 

46. The composition of claim 1, wherein the chemokine has a carboxyl terminus and 
the biotin is covalent attached to the carboxyl terminus of the chemokine. 

47. The composition of claim 1 , wherein the biotin is covalently coupled to the 
pharmacologically active chemokine via a linker molecule. 

48. The composition of claim 1, wherein the complex has a half-life ranging from 
about 15 minutes to about 1 hour in the presence of supra physiological levels of biotin. 

49. The composition of claim 1, wherein the anti-biotin antibody has an afiBnity 
constant ranging from about 1.0 to about 100.0 nanomolar. 

50. The composition of claim 1 . wherein the anti-biotin antibody is selected from the 
group consisting of an intact antibody, and an antibody fragment. 

51. The composition of claim 1 , wherein the anti-biotin antibody is a human antibody 
or fragment thereof. 

52. The composition of claim 1, wherein the anti-biotin antibody has a subclass 
selected from the group consisting of a IgGl subclass, and an IgG3 subclass. 
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53. The composition of claim 1, wherein the anti-biotin antibody comprises a 
therapeutic agent attached thereto. 

54. The composition of claim 1, wherein the complex has a half-life of from one day 
to one month in vivo. 

55. The composition of claim 1, wherein the complex has a half-life of from one 
week to two weeks in vivo. 

59. (New) The composition of claim 34, wherein the phtanacologically active 
chemokine has an agonist activity. 

60. (New) The composition of claim 34, wherein the pharmacologicaUy active 
chemokine has an antagonist activity. 

61 . (New) The composition of claim 34. wherein the composition is lyophilized. 

62. (New) The composition ofclaim 34, wherein the biotin is selected from the group 
consistmg of L-biotin, D-biotin and derivative thereof. 

63. (New) The composition of claim 34, wherein the chemokine is selected from the 
group consisting of the chemokines of Table 1. 

64. (New) The composition ofclaim 34, wherein the chemokine has a caiboxyi terminus 
and the biotin is covalent attached to the carboxyl tenninus of the chemokine. 

65. (New) The composition ofclaim 34, wherein the biotin is covalenUy coupled to the 
pharmacologically active chemokine via a linker molecule. 
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